Listing of Claims: 

1-7. (Cancelled) 

8v (Original) A method of identifying; ah agonist or an antagpnistof a cp- 
regulatordependent target molecule compnsing providing a set of molecules that shift the thermal 
uitiblcling^ 

ttieir -aWlity to/furffi^ tip>ldi^^ in thepresenceof one 

or more coreguiators; wherein a-further shift in fee thennal unfo 

the presence of a molecule of said set and a co-regulator of said one or more co-regulators indicates 
whether the molecule is : an agonist or an antag^ molecule when 'mfee presenc of 

said co-regulator * 

9. (Original) The method of claim 8 • /whereiniproviding the;set of molecules that sliift: the 
thermal imMdihg cu^e of the of 
different, 

10. (Original) The method of claim 9, wherein the screening of said one or molecules of said 
set of mo^ target molecule 
comprises: 

(a) ;^tic^ng said target molecu one pr mpr^moleci^ of said s^i with one oi- more :of 
said ;co-regulators in each of a multiple 

(b) heating said miiltiplicity of c^^ers; 

(c) measuring in each of said containers a physical change associated^v^ the thermal 
upfplding .of sadtf fipm srid Mating; 

(d) ?g^ for said toget moleeuie as a function of tem^ 
for each Of s^xl containers j 
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(e) eomparing each of said ^eraiai imfojdihg ciiryes in step (d) to;( l) each of the other 

themal ^folding curves and/or.tp (2) the thennal uirfblding cuivefor said target molecule in the 

absehceof(i) any of said molecules of s^ co-regulators; and 

(%detennmm^ molecules of said set filler shi ft the thermal unfolding 

curve dfsaiia target mbieciile. 

11. (Original) T^me^ 

multiplidtypf di slaft the theiinal unfolding curvie of Retarget 
molecule comprises:: 

(a) contacting said target molecule with of said multiplicity of different 
molecules in each of a multiplied of dohtain^^ 

(b) heating said multiplicity- of containers; 

(c) mea^ 

unfolding of said target module result 

(pge^rti^ molecule ^ a fiuictipn of^temperature 

for each of said containers; 

(e) £<Mpa pf said ffiermal i^iblding: ci^es m ^tep (d) to (I) each of the cither 

thennal unfold 

abserieeof any of said multiphcity of different: molefeules; and determining whether any of said 
multiplicity of differentmolecules shift the thermal unfolding c^^ 

12. (Original) The methbd of claim 8, wherein said one; or more co^egulators includes* co- 
activfldtor and/pr a qp-repressor. 

13. (Onginal) The method of claim 12, wherein one or more molecules of the set further 
shift the thermal i^plding cui^ target molecule in the presence of aco-actiyatbr, thereby 
identifying antagonist :of the target molecule when in the presence of the cb-activator: 
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14; (Original) The method of claim 12, wherein the one or more molecules of the set further 

shift the thermal unfolding curve of the target molecule in the presence of a cp-represspr, thereby 

identifyingran^antagonist of the targefemolecule when in the presence of the;co-rqpressor. 

15-18. (Cancelled) 

19. (Original) A method of identifying an Mtagonist of a w-regulatbr^depisindent target 
taolecule comprising providing a set of molecules that shift the thermal folding curve of the target 
molecule and screening one ;pr more of said molecules of said set. for their ability to farther shift the 
thermal unfolding curve of the target molecule in the presence of one or more cpr-actiyatpris; wherein 
hp further Mft in the thOTnal unfolding curve in the presence of a molecule of said set and acot 
activatorof saidoneorm^ molecule of said set is an antagonist of 
the target molecule when m^e ^sence of said cp^ctiyatpr.. 

20. (Original} The method ;o£cMm ^ 

therraM unfo lding curve of the t^get ^ more of a multiplicity of 

^fferentmplecules fb of the target molecule. 

21. (Original) The meffipd of claro of 
said set of molecules for their #)il% to folder sMft the themi^l unfolding curve of the target 
molecule comprises: 

(a) contacting said target mplecule and one or moremoleciiles of said set with onel or more of 
said co-activators in each of a multiplicity of containers; 

(b) heating said multiplicity of containers; 

(fc) measuring in each pf said containers a physical change associated with the thermal 
u^lding of smd target molecn^ 

(d) gOTerating a thenn^ for said toget molecule as; a faction of temperature 

for each of said containers • 
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(e) comparing each of said thermal unfolding curves in step (d) to each of the other 

thermal unfolding curves jmd/or^ curve for said target molecule in the 

absence of (i) any of said molecules of said set and/or (ii) said co-activators; and 

(f) deteimining whether any of said molecules ;-of the set further shift the thermal unfolding 
curve of said target, molecule. 

22 ; (Original) The method of claim 21 . wherein the screening of said on^ or more of a 
multiplicity of different molecules for their ability to shift the thenridunfolding curve of the target 
molecule comprises: 

(a) -cpntaciing said target molecule with one or more of s^d multiplied 
molecules in each of ^multiplicity of ebntaiiiere; 

(bj heating said mult^licity of containers; 

(c) measuring iii each of saici containers a pl^ with the thermal 
unfolding of said target molecule resulting from saidheating; 

(d) generating a thermal unfolding curve for said target niolecu of temperature 
for each of said containers; 

(e) arap^g step (d) to (1) each of the other 
thermal unfolding curv^ and/or to (2) ^ 

absence of an5f of said multiplicity of different mol^ules; . arid 

(f) determining wheth^ any of said^^ shift the thermal 
unfolding curve of said targetMolecule. 

23-26. (Cancelled) 

27. (Original) & method of identifying an agonist of a co-reg^latbr-d^ehderit target 
molecule comprising proyidi^ that shift the thennal unfolding curve of the target 

molecule and screening one or more of smd molecules of said set for their ability to further shift ithe 
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thermal unfolding curve of the target molecule in the presence of one or more eo-repressors; wherein 

no further shift in the thermal unfoM m the presence of: a molecule of said spt and a co^ 

repressor of said.one or morerco-repressors indicates that the molecule of said set is an agonist of the 

target molecule when in the presence of said co-repressor. 

28; (Original) The^method of claim :27, wherein providing the set of molecules that shift the 
thermal imfolding curve of the target molecule comprises screening one or more of a multiplicity Of 
different molecules for tiheir ability to sMft the therm^ unfolding curve of the target molecule. 

29. (Original) The method of claim 28, wherein the screening of said one or molecules of 
said set of molecules for their ability to fu^ the thermal unfolding curve of the target 

molecule; comprises;: 

(a) contacting said target molecule and one or more molecules of said set with one or more of 
said co-repressors in each of a multiplicity of coritain^ris; 

(b) heating said multiplicity 6f<^ 

(c) measuring in each of said containers a physi^l change associated with the thermal 
unfolding of said t^g^ from said heatihg;. 

(degenerating a thisnri target molecule as a function of temperature 

for each of said cpntainers; 

(^ comparing each of said thermal unfolding curves in step (d) to (I) each of the other 
thermal unfolding curves and/pfto (2) curve for said target molecule in the 

absence of (i) any of said molecules of said set and/or (ii) said co-repressors; and 

(f) determining whether any of said molecules of the set further shift .the thermal imfpldmg 
ciure of said target molecule. 
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-3D- (Original) The method of claim 29^ wherein the screening of- said one. or more of a 

multiplicity of different molecules for their ability to shift the thermal unfolding curve of the target 

molecule comprises: 

(a) contacting said target molecule with one or more of said multiplicity of different 
molecules in each of a multiplicity o£ coritainers; 

(b) heat^ 

((^measuring in each of said containers ^physical change ^ 
unfolding of said target molecule resulting from said heating; 

(degenerating a therm function of temperature 

for: each 6$ said containers; 

(^ comparing each of sai^ unfolding curves in step (d^) tol(l);each of tile other 

thermal unfolding c^ s^d target molecule in the 

absence of My 6^ 

(i) detenninihg whether ^ theiimal 
unfolding ci^ 

(Cancelled) 

35. (Currently Amended) the meth^ oneof claims 1 3 4. wherein the: target 

molecule is a.nuclear receptor^ 

36v(ChuTently Amended) The method of claim 8 any one of claims 1 3:4, wherein thetarget 
molecule is a G-protdn cdupled receptor. 

37. f Currently Amended) Th^ method of claim 8 any ono of claims 1 30 . wherein the target 
^molecule is ERr&; 
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38. (Currently Amended) The method of claim 8 any on e of claims 1 30 . wherein the target 

mpleciile is ER-8. 

39. (Gurreritly Amended) The method of ciaimJiany one of el 1 -30, wherein the target 
molecule: is a tyrosine Idnase, 

40. (Currently Amended) The method of claim 8 any on e of olaims 1 - 30 . wherein the target 
molecule is a NF-fC & 
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